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AB This invention relates to novel tropanes , such as I [R2 - H, OH, alkoxy, 

acyloxy, etc.; R3 = aryl , such as (un) substituted Ph or naphthyl ; R6 , R7 = 
H, alkyl, alkenyl, alkynyl , etc.], which have affinity for a monoamine 
transporter, e.g., the dopamine transporter (DAT), serotonin transporter 
(SET) or norepinephrine transporter (NET) , and which can be useful for the 
early diagnosis and treatment of diverse neurol . and psychiatric 
conditions. These tropanes are claimed for use in the treatment or 
diagnosis of diseases and conditions such as attention deficit 
hyperactivity disorder (ADHD), Parkinson's disease, cocaine and other drug 
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AB New tropane analogs, such as I [Rl - carboxy, acyl , alkyl , alkenyl , 
alkynyl , carboxamide ; R2 = 6- or 7-OH, -oxo; Ar = unsubst ituted- or 
substituted- Ph, naphthyl , anthracenyl , phenanthracenyl , benzhydryl ; 
2,3-single or double bond], were prepared for therapeutic uses as inhibitors: 
of monoamine transporters. These tropane analogs are intended for 
treatment of disorders involving dopamine, serotonin, or norepinephrine 
transport, such as migraine, cocaine abuse, psychiatric disorders such as 
depression, neurodegenerative diseases such as Parkinson's and Alzheimer's 
diseases. Thus, tropane II was prepared via a multistep synthetic sequence 
which began with a cycloaddn. reaction of acetonedicarboxyl ic acid 
anhydride with 2 , 5 -dihydro-2 , 5 -dimethoxyf uran to form the target tropane 
ring and subsequent coupling reaction of the corresponding intermediate 
3-triflate with 3 , 4 -C6H3B (OH) 2 . Certain preferred compds . of the present 
invention have a high selectivity for the dopamine transporters vs. the 
serotonin transporters. Also described are pharmaceutical therapeutic 
compns . comprising the compds. and a method for inhibiting 
5 -hydroxytryptamine reuptake of a monoamine transporter by contacting the 
monoamine transporter with a inhibiting amount of a compound of the present 
invention. 

IT 357924-60-8P 

RL: PAC (Pharmacological activity) ; PRP (Properties) ; RCT (Reactant) ; SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of tropane analogs for therapeutic use as monoamine transport 
inhibitors) 
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CN 8-Azabicyclo [3 .2 . 1] oct-2 -ene-2 -carboxylic acid, 3 - ( 3 , 4 -dichlorophenyl ) -7- 
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hydroxy- 8 -methyl-, methyl ester, (1S,5R,7R)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (-) . 
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hydroxy- 8 -methyl-, methyl ester, ( IS , 2S , 3R , 5R, 7R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Absolute stereochemistry. Rotation (+) 
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CN L-Lysine, N2 - [l-oxo-5- [ ( tri f luoroacetyl ) amino] pentyl] -N6- ( trif luoroacetyl ) 
, (1R, 2S, 3R, 5R, 6S) -2- (methoxycarbonyl ) -8 -methyl -3 - ( 4 -methylphenyl ) -8- 
azabicyclo [3 . 2 . 1] oct-6-yl ester (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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1- [ (1R, 2S, 3R # 5R, 6S) -2- (methoxycarbonyl) -8 -methyl -3 - ( 4 -methylphenyl ) -8- 
azabicyclo[3.2.1]oct-6-yl] ester, ion{2-) (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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AB The invention relates to therapeutic uses of boat tropane analogs, e.g, 

treatment of neurodegenerative disorders. More specifically the invention 
relates to a method of treating a neurol . disorder in a patient comprising 
administering to the patient an effective amount of a boat tropane compound 
Figure 1 illustrates a general scheme for preparing 2 -carbomethoxy tropanes. 
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357924- 96-0 357925-01-0 357925-02-1 

357925- 03-2 357925-04-3 
RL: PAC (Pharmacological activity) ; 
(Biological study); USES (Uses) 

(therapeutic boat tropane compds . 
RN 187963-28-6 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (4 - f luorophenyl ) -6-hydroxy- 
8 -methyl-, methyl ester, (1R, 2S , 3R/5R, 6S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


THU (Therapeutic use) ; BIOL 
for treating neurol. disorders) 
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CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3- (4 - f luorophenyl ) -7-hydroxy- 
8-methyl-, methyl ester, ( 1R, 2R, 3S, 5S, 7S) -rel - (9CI) (CA- INDEX NAME) 
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AB Tropane analogs, such as I [Rl = acyl , alkyl, alkenyl , ■ alkynyl , carbamoyl ; 
R2 = OH, O, alkyloxy; X = O, CH2 , CO, S, SO, S02 ; R3 = (un) substituted 
aryl, naphthyl , anthracenyl , diphenylmethoxy ; dashed line = both single or 
one single and one double bond] , that bind selectively to monoamine 
transporters were prepared for pharmaceutical use. Thus, 
2 -carbomethoxy-3 - (3 , 4 -dichlorophenyl ) -6p-hydroxy-8 -methyl -8 - 
azabicyclo [3 . 2 . 1] oct -2 -ene was prepared via a multistep synthetic sequence 
starting from acetonedicarboxylic acid, 2 , 5-dimethoxydihydrof uran and 
3 , 4-dichlorophenylboronic. acid. The prepared compds . were tested for. 
dopamine and serotonin transporter binding. 

IT 454694-04-3P 454694-05-4P 
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RL: PAC (Pharmacological activity); PRP (Properties); RCT (Reactant) ; SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(crystal structure; preparation of tropane analogs for inhibition of 
monoamine transport) 
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CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 3 - (3 , 4 -dichlorophenyl ) -7- 

hydroxy- 8 -methyl-, methyl ester , ( IS , 2R, 3R , 5R, 7R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CN 8-Azabicyclo [3.2. 1] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 

hydroxy- 8 -methyl-, methyl ester, (1R,2S,3S, 5S, 7S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RL: PAC (Pharmacological activity); PRP (Properties) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(crystal structure; preparation of tropane analogs for inhibition of 
monoamine transport) 
RN 357924-61-9 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] oct -2 -ene-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 
hydroxy- 8 -methyl - , methyl ester, (1R,5S,7S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. Rotati'on ( + ) 
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CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (4 - f luorophenyl ) -7- 

(methoxymethoxy) -8 -methyl-, methyl ester, ( 1R , 2S , 3S , 5S , 7S ) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
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RN 454694-27-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 7- (methoxymethoxy) -8 -methyl -3- 
phenyl-, methyl ester, ( 1R, 2S , 3S , 5S , IS) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


MeO- 



^OMe 


Ph 


L4 ANSWER 6 OF 13 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR (S) : 


CORPORATE SOURCE: 
SOURCE : 


PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
GI 


CAPLUS COPYRIGHT 2004 ACS on STN 
2001 : 474115 CAPLUS 
135 : 210919 

Synthesis of 6- and 7- hydroxy-8- 

azabicyclo [3 . 2 . 1] octanes and their binding affinity 
for the dopamine and serotonin transporters 
■ Meltzer, Peter C; Wang, Bing; Chen, Zhengming; 
Blundell, Paul; Jayaraman, Muthusamy; Gonzalez, Mario 
D. ; George, Clifford; Madras, Bertha K. 
Organix Inc., Woburn, MA, 01801, USA 
Journal of Medicinal Chemistry (2001), 44(16), 
2619-2635 

CODEN: JMCMAR; ISSN: 0 022-2623 
American Chemical Society 
Journal 
English 

CASREACT 135:210919 



10/033,621 


AB Cocaine is a. potent stimulant of the central nervous system. Its 

reinforcing and stimulant effects are related to its ability to inhibit 
the membrane bound dopamine transporter (DAT) . Inhibition of the DAT 
causes an increase of dopamine in the synapse with a resultant activation 
of postsynaptic receptors. The rapid onset and short duration of action i 
of cocaine contribute to its high addictive potential. Consequently, the 
design of tropane analogs of cocaine that display longer onset times on 
the DAT and extended duration of action is driven by the need to develop 
cocaine medication. This study extends the exploration of bridge 
hydroxylated azabicyclo [3 . 2 . 1] octanes (tropanes) . A series of 6- and 
7 -hydroxylated tropanes, e.g. I ■ (Ar = 3,4-ClC6H3, 2-naphthyl, 4-FC6H4, 
Ph) , was prepared and evaluated biol . Structure activity relationships lead 
to the following conclusions. Bridge hydroxylated tropanes retain biol. 
enantioselectivity but display higher DAT vs. SERT selectivity, : 
particularly for the 3a-aryl compds . as compared with the \ 
3f3-aryl compds., than the bridge unsubst it'uted analogs. . The 
7 -hydroxyl compds . are more potent at the DAT than their 6-hydroxyl 
counterparts. The general SAR of the tropanes is maintained and the rank 
order of potencies based on substitution at the C3 position remains 
3,4-dichloro > 2-naphthyl > 4-fluoro > Ph. The crystal structure of the 
products was determined by x-ray anal. : 

IT 357925-09-8 357925-10-1 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) . : 

(preparation and dopamine and serotonin transporter binding affinity of ■ 
hydroxyazabicyclooctanes) . 

RN 357925-09-8 CAPLUS j 

CN 8 -Azabicyclo [3 . 2 . 1] octane-2 -carboxylic acid, 3 - ( 3 , 4 -dichlorophenyl ) -7 - 
hydroxy- 8 -methyl -, methyl ester, ( 1R, 2S , 3R , 5S , 7S ) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
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CI 
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RN 357925-10-1 CAPLUS 

CN 8 -Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3 - (3 , 4 -dichlorophenyl ) -6- 
hydroxy- 8 -methyl- , . methyl ester, ( 1R, 2R, 3S , 5R, 6S) -rel - (9CI) (CA INDEX 
NAME) 


Relative stereochemistry. 
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RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation and dopamine and serotonin transporter binding affinity of 
hydroxyazabicyclooctanes ) 
RN 211047-07-3 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 3 - ( 3 , 4 -dichlorophenyl ) -7 - 

hydroxy- 8 -methyl-, methyl ester, ( IS , 2S , 3R , 5R , 7R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 


R 



RN 357924-61-9 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 3- (3, 4 -dichlorophenyl ) -7- 
hydroxy- 8 -methyl - , methyl ester, (1R,5S,7S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. Rotation ( + ) 
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RN 357924-86-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane -2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 

hydroxy- 8 -methyl - , methyl ester, ( 1R, 2R, 3S , 5S, 7S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) 

(preparation and dopamine and serotonin transporter binding affinity of 
hydroxyazabicyclooctanes ) 
RN 187963-36-6 CAPLUS 

CN 8 -Azabicyclo [3.2.1] octane -2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 
hydroxy- 8 -methyl-, methyl ester, ( 1R , 2R , 3R , 5S , 7S ) -rel - (9CI) (CA INDEX 
NAME) 


Relative stereochemistry. 


10/033, 621 



CI 



RN 187963-40-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -6- 
hydroxy-8 -methyl - , methyl ester, ( 1R , 2S , 3R, 5R , 6S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



RN 187963-42-4 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (3 ,"4 -dichlorophenyl ) -7- 
hydroxy- 8 -methyl-, methyl ester, ( 1R , 2R , 3S , 5S , 7S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 


R 



RN 357924-59-5 CAPLUS 

CN 8 -Azabicyclo [3.2.1] oct -2 -ene -2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl) -7 
hydroxy-8 -methyl - , methyl ester, ( 1R, 5S , IS) -rel - (9CI) (CA INDEX NAME) 


10/033,621 ' 

Relative stereochemistry. 



IT 187963-13-9P 187963-28-6P 187963-32-2P 
187963-34-4P 187963-38-8P 211047-06-2P 
357924-55-1P 357924-56-2P 357924-57-3P 
357924-58-4P 357924-60-8P 357924-62-0P 
357924-63-1P 357924-64-2P 357924-76-6P 
357924-77-7P 357924-78-8P 357924-79-9P 
357924-80-2P 357924-84-6P 357924-85-7P 
357924-87-9P 357924-88-0P 357924-89-1P 

357924- 90-4P 357924-95-9P 357924-96-0P 

357925- 03-2P 357925-04-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and dopamine and serotonin transporter binding affinity of. 
hydroxyazabicyclooctanes ) 
RN 187963-13-9 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -6-hydroxy- 
8 -methyl-, methyl ester, ( 1R, 2S , 3S-, 5R, 6S ) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 187963-28-6 CAPLUS ' 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxylic acid, 3- (4 -f luorophenyl ) -6-hydroxy- 
8 -methyl-, methyl ester , ( 1R, 2S, 3R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 


Relative stereochemistry. 


10/033, 621 



0 


RN 187963-32-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxylic acid, 3- ( 4 - f luorophenyl ) -7-hydroxy- 
8 -methyl-, methyl ester ,"( 1R, 2R, 3R, 5S , 7S) -rel - (9CI) (CA INDEX NAME) ' 

Relative stereochemistry. 


R 



0 


RN 187963-34-4 CAPLUS 

CN 8-Azabicyclo [3 . 2 ,"l] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -6- 
hydroxy-8 -methyl - , methyl ester, ( 1R, 2S , 3S , 5R , 6S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



RN 187963-38-8 CAPLUS 


10/033,621 


CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -7-hydroxy 
8 -methyl-, methyl ester, ( 1R, 2R, 3S , 5S, 7S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 211047-06-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3 - ( 3 , 4 -dichlorophenyl ) -7- 

hydroxy- 8 -methyl - , methyl ester, ( IS , 2S , 3S , 5R, 7R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 


R 



RN 357924-55-1 CAPLUS 

CN . 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 3~ (3 , 4 -dichlorophenyl) -6- 
hydroxy- 8 -methyl-, methyl ester, ( 1R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 


Relative stereochemistry. 


10/033,621 



CI 


CI 


RN 357924-56-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct-2 -ene-2 -carboxylic acid, 6 -hydroxy-8 -methyl -3 - (2- 
naphthalenyl) - , methyl ester, ( 1R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



O 


RN 357924-57-3 CAPLUS 

CN -8 -Azabicyclo [3 . 2 . 1] oct -2 -ene-2 -carboxylic acid, 3 - ( 4 - f luorophenyl ) - 6 - 

hydroxy- 8 -methyl- , methyl ester, ( 1R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



F 


RN 357924-58-4 CAPLUS r 

CN 8-Azabicyclo [3.2.1] oct-2 -ene-2 -carboxyl ic acid, 6 -hydroxy-8 -methyl -3 
phenyl-, methyl ester, ( 1R, 5R, 6S) -rel- (9CI) (CA INDEX NAME) 


10/033, 621 

Relative stereochemistry. 



RN 357924-60-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) - 7- 
hydroxy- 8 -methyl-, methyl ester, (1S,5R,7R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



CI 


RN .357924-62-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct-2 -ene-2 -carboxylic acid, 7 -hydroxy- 8 -methyl -3 - (2- 
naphthalenyl) -, methyl ester, ( 1R, 5S , 7S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 357924-63-1 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct-2 -ene-2 -carboxylic acid, 3- (4- f luorophenyl ) -7- 

hydroxy-8 -methyl-, methyl ester, ( 1R, 5S , 7S ) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


10/033,621 


O 



F 


RN 357924-64-2 CAPLUS 

CN 8 -Azabicyclo [3 . 2 . 1] oct-2 -ene-2 -carboxylic acid, 7 -hydroxy- 8 -methyl -3 - 
phenyl-, methyl ester, ( 1R , 5S , 7S ) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



R 


RN 357924-76-6 CAPLUS 

CN 8 -Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 6 -hyd'roxy-8 -methyl -3 - (2 - 

naphthalenyl) - , methyl ester, ( 1R , 2S , 3S , 5R, 6S ) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 




O 


RN 357924-77-7 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy-8 -methyl -3 -phenyl - , 
methyl ester, ( 1R, 2S, 3S , 5R, 6S) -rel- (9CI) (CA INDEX NAME) 


Relative stereochemistry. 


10/033,621 



R 


RN 357924-78-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane -2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 
; hydroxy- 8 -methyl - , methyl ester, ( 1R, 2R, 3R, 5S , 7S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 


S 



OMe I 
Cl 

RN 357924-79-9 CAPLUS ' • 

CN 8-Azabicyclo [3.2. 1] octane-2 -carboxyl ic acid, 7-hydroxy-8 -methyl -3- (2- 

naphthalenyl) -, methyl ester, . { 1R, 2R, 3R, 5S , 7S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 357924-80-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 7 -hydroxy- 8 -methyl -3 -phenyl - , 
methyl ester, ( 1R, 2R, 3R, 5S , 7S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


Me- 


'OMe 


' 10/033, 621 
RN 357924-84-6 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (2- 

naphthalenyl) -, methyl ester, ( 1R, 2S , 3R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 357924-85-7 CAPLUS 

CN 8 -Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 -phenyl - , 
methyl ester, (1R, 2S, 3R, 5R, 6S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


O 



OMe 


R 


RN .357924-87-9 CAPLUS 

CN 8 -Azabicyclo [3.2.1] octane-2 -carboxylic acid, 7 -hydroxy- 8 -methyl -3 - (2- 

naphthalenyl) methyl ester, (1R, 2R, 3S, 5S, 7S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 357924-88-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 7 -hydroxy- 8 -methyl -3 -phenyl - , 
methyl ester, ( 1R, 2R, 3S , 5S , 7S) -rel - (9CI) (CA INDEX NAME) 


10/033,621 

Relative stereochemistry. 



R 


RN 357924-89-1 CAPLUS 

CN 8.-Azabicyclo [3.2.1] octane- 2 -carboxyl ic acid, 3- (3 , 4 - dichlorophenyl ) - 8- 
methyl-7-oxo-, methyl ester, ( 1R, 2R, 3R, 5S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



0 


RN 357924--90-4 CAPLUS 

CN 8-Azabicyclo [3.2. 1] octane-2 -carboxyl ic acid, 3- {3 , 4 -dichlorophenyl ) -8- 
methyl-7-oxo- , methyl ester, ( 1R, 2R, 3S, 5S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



RN 357924-95-9 CAPLUS 

CN 1-Propanone, l-[ ( 1R, 2R, 3R, 5S , IS) -3- (3 , 4 -dichlorophenyl ) -7 -hydroxy- 8 -methyl - 
8-azabicyclo [3 . 2 . 1] oct-2-yl] - , rel- (9CI) (CA INDEX NAME) 


Relative stereochemistry. 


10/033 , 621 


R 



CI 


R 

o 

RN 357924-96-0 CAPLUS 

CN 1-Propanone, 1- [ (1R, 2R, 3S, 5S # 7S) -3- (3, 4 -dichlorophenyl ) -7 -hydroxy-8 -methyl - 
8-azabicyclo [3 . 2 . 1] oct-2-yl] - , rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



CI 


R 

o 

RN 357925-03-2 CAPLUS 

CN 8-Azabicyclo [3.2. 1] octane-2 -carboxylic acid, 3- ( 3 , 4 -dichlorophenyl ) -6- 
hydroxy- 8 -methyl-, methyl ester, ( 1R, 2S , 3R , 5R, 6R) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 


10/033,621 



RN 357925-04-3 CAPLUS 

CN 8 -Azabicycl-o [3.2.1] octane- 2 - carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) - 7- 
hydroxy- 8 -methyl-, methyl ester, ( 1R , 2R , 3S , 5S , 7R) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 


R 
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RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and dopamine and serotonin transporter binding affinity of 
hydroxyazabicyclooctanes) 
RN 187963-22-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 3- (4 -f luorophenyl ) -6- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 5R, 6S) -rel - (9CI) (CA INDEX 
NAME) 


Relative stereochemistry. 


10/033,621 


dichlorophenyl ) -8 -methyl-, 
INDEX NAME) 


methyl ester, ( 1R, 2R, 3S , 5S , 7R) -rel - (9CI) (CA 


Relative stereochemistry. 



Ph a 


IT 357925-00-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and dopamine and serotonin transporter binding affinity of 
hydroxyazabicyclooctanes) 
RN 357925-00-9 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ener2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -8- 
methyl-7- [ [ [ (1S,4R) -4 , 7 , 7 - trimethyl - l-oxo-2 -oxabicyclo [ 2 . 2 . 1 ] hept - 1 - 
yl].carbonyl]oxy] -, methyl ester, (1R,5S,7S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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GI 



AB To identify mols. that might act as cocaine antagonists or cocaine partial 
agonists, efforts were made to further capitalize on an earlier finding 
regarding the ability of a 7 -methoxylated pseudococaine analog to act as a 
weak cocaine functional antagonist. A series of the 6- and 7 -hydroxylated 
WIN analogs possessing a boat or chair conformation of the tropane ring 
were prepared and tested for their ability to displace [3H] mazindol binding : 
and to inhibit high-affinity monoamine uptake into rat brain nerve 
endings. These 6- and 7 -hydroxylated WIN analogs were readily prepared by 
use of a classical willstaetter synthesis to construct an appropriately 
functional ized tropane ring followed by use of a Suzuki coupling reaction 
to introduce the aryl group at position 3. Reduction of the resulting tropene 
by use of SmI2 or by catalytic hydrogenat ion followed by deprotection 
delivered the final target compds . Some of these compds'. were found to 
retain considerable affinity as inhibitors of the dopamine transporter 
(DAT) and the norepinephrine transporter (NET) , but they were less potent 
inhibitors of the serotonin transporter (SERT) . None of the compds. of 
the present series revealed any substantial potency difference in 
[3H] mazindol binding vs. [3H] DA uptake, and failed to show "cocaine 
antagonism" when tested for their ability to prevent cocaine's inhibition 
of DA transport. One of these hydroxylated WIN analogs, I which possesses 
nanomolar potency at the DAT and NET and micromolar potency at the SERT, 
when tested in vivo, was found capable of attenuating cocaine's locomotor 
activity (AD50 - 94 mg/kg) . This work provides further support for the 
hypothesis that drugs that lack the ability to inhibit transport by all 
three monoammergic transporters may exhibit "partial" cocaine-like 
properties, but act as cocaine antagonists. It may prove valuable to 
examine the behavioral activity of other 6- and 7 -subst ituted tropanes in 
animal behavioral paradigms in the search for a cocaine medication. 

IT 297772-62-4P 

RL: BAC (Biological activity^ or effector, except adverse); BSU (Biological ; ■ 
study, unclassified) ,- PRP (Properties) ; ROT (Reactant) ; SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); RACT (Reactant 
. or reagent) \ 

(preparation of 6- and 7 -hydroxylated 2 -carbomethoxy-3 - (p-tolyl ) tropanes land 
their antagonism of cocaine's locomotor stimulant effects) 
RN 297772-62-4 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 7 -hydroxy- 8 -methyl -3 - (4- 
methylphenyl) - , methyl ester, ( 1R, 5S , 7R) -rel - (9CI) (CA INDEX NAME) ■ 


Relative stereochemistry. 


10/033,621 



IT 245404-67-5P 297772-76-0P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); PRP (Properties) ;' SPN (Synthetic preparation); BIOL 
(Biological study) ; ■ PREP (Preparation) 

(preparation. of 6- and 7 -hydroxylated 2 -carbomethoxy-3 - (p-tolyl ) tropanes 
their antagonism of cocaine's locomotor stimulant effects) 
RN 245404-67-5 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4- 

methylphenyl) -, methyl ester, ( 1R, 2S , 3S , 5R, 6S) -rel - (9CI) (CA INDEX NAME) 


: and 


Relative stereochemistry. 



RN 297772-76-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 7 -hydroxy-8 -methyl -3 - (4- 

methylphenyl) - , methyl ester, ( 1R, 2R , 3S , 5S , 7S ) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



IT 


297772-60-2P 297772-66-8P 297772-68-0P 

RL: BAC - (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); SPN (Synthetic preparation) ,- BIOL 


10/033,621 


RN 
CN 


(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) 

(preparation of 6- and 7 -hydroxylated 2 -carbomethoxy-3 - (p-tolyl ) tropanes 
their antagonism of cocaine's locomotor stimulant effects) 

297772-60-2 CAPLUS 

8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 7 -hydroxy-8 -methyl -3 - (4- 
methylphenyl) -, methyl ester, (1R, 5S, 7S) -rel- (9CI) (CA INDEX NAME) 


;and 


Relative stereochemistry. 



RN 297772-66-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 6-hydroxy-8 -methyl -3 - (4- 
methylphenyl)"- , methyl ' ester , ( 1R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 297772-68-0 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] oct -2 -ene-2 -carboxyl ic acid, 6 -hydroxy-8 -methyl -3 - (4- 
methylphenyl) - , methyl ester, ( 1R, 5R, 6R) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


0 



IT 245404-68-6P 245404-69-7P 245404-70-0P 
297772-75-9P 297772-77-1P 297772-78-2P 
297772-79-3P 297772-81-7P 297772-82-8P 
297772-83-9P 297772-84-0P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 


10/033, 621 


study, unclassified) ; SPN (Synthetic preparation) ; BIOL. (Biological 
study) ; PREP (Preparation) 

(preparation of 6- and 7 -hydroxylated 2 -carbomethoxy-3 - (p- tolyl ) tropanes 
their antagonism of cocaine's locomotor stimulant effects) 
RN 245404-68-6 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 6-hydroxy-8 -methyl -3 - (4 - 

methylphenyl) -, methyl ester, ( 1R, 2S , 3R, 5R, 6S) -rel - (9CI). (CA- INDEX NAME)' 


and 


Relative stereochemistry. 



RN 245404-69-7 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4- 

methylphenyl) -, methyl ester, ( 1R , 2R, 3S , 5R , 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 245404-70-0 CAPLUS 

CN 8-Azabicyclo [3.2. 1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4- 

methylphenyl) -, methyl ester, ( 1R , 2R, 3R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. ' 


10/033,621 



0 


RN 297772-75-9 CAPLUS 

CN 8 -Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 7 -hydroxy-8 -methyl -3 - (4 - 

methylphenyl ) - , methyl ester, ( 1R, 2R, 3R, 5S , 7S) -rel - (9CI) (CA INDEX NAME) 

r 

Relative stereochemistry.. 


R 



RN 297772-77-1 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 7 -hydroxy-8 -methyl -3 - (4 - 

methylphenyl)-, methyl ester, ( 1R, 2S , 3R, 5S , 7S ) -rel - (9CI)- (CA INDEX NAME) 

Relative stereochemistry. 


R . 



O 


RN 297772-78-2 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 7-hydroxy-8 -methyl -3 - (4 - 

methylphenyl)-, methyl ester, ( 1R, 2S , 3S , 5S , 7S ) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


10/033,621 


R 



0 


RN 297772-79-3 CAPLUS 

CN 8 -Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 7 -hydroxy- 8 -methyl -3- (4 - 

methylphenyl) -, methyl ester, ( 1R, 2R, 3S , 5S , 7R) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



RN 2 97772-81-7 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4- 

methylphenyl ) - , methyl ester, ( 1R , 2S , 3S , 5R , 6R) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 297772-82-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (.4- 

methylphenyl ) - , methyl ester, ( 1R , 2S , 3R, 5R, 6R) -rel - (9CI) (CA INDEX NAME) 


Relative stereochemistry. 


10/033,621 



RN 297772-83-9 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4 - 

methylphenyl) - , methyl ester, ( 1R, 2R , 3S , 5R , 6R) -rel - ( 9CI ) (CA INDEX NAME) 

Relative stereochemistry. 



RN 297772-84-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4- 

methylphenyl) -, methyl ester, ( 1R, 2R, 3R, 5R, 6R) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



IT 


RN 
CN 


245404-75-5P 297772-64-6P 

RL: PRP (Properties); RCT (Reactant) ; SPN (Synthetic preparation) ; PREP 

(Preparation) ; RACT (Reactant or reagent) 

(preparation of 6- and 7 -hydroxylated 2 -carbomethoxy-3 - (p-tolyl ) tropanes 
their antagonism of cocaine's locomotor stimulant effects) 

245404-75-5 CAPLUS 

8-Azabicyclo [3 . 2 . 1 ] octane-2 -carboxyl ic acid, 6- [ [ (1, 1- 


and 


10/033, 621 



R 


RN 297772-63-5 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] oct -2 -ene-2 -carboxyl ic acid, 7- [[(1,1- 

dimethylethyDdimethylsilyl] oxy] - 8 -methyl - 3 - (4 -methylphenyl ) -, methyl 
ester, ( 1R, 5S , 7R) -rel - (9CI) (CA INDEX NAME) ! 

Relative stereochemistry. 


Q 



RN 297772-67-9. CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] oct-2-ene-2-carboxylic acid, 8 -methyl -3 r ( 4 - 
methylphenyl) -6 -oxo-, methyl ester (9CI) (CA INDEX NAME) 



R 


RN 297772-70-4 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 6- [[(1,1- 

dimethylethyDdimethylsilyl] oxy] -8 -methyl -3 - (4 -methylphenyl ) -, methyl 
.j ester, (1R, 2S, 3S, 5R, 6R) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CAPLUS COPYRIGHT 2 0 04 ACS on STN 
2000:458490 CAPLUS 
133 :208016 

An enantioselective synthesis and biobehavioral 
evaluation of 7 - f luoro-3 - (p- f luorophenyl ) -2 - 
propyl tropanes ' 

Prakash, K. R. C. ; Trzcinska, Monika; Johnson, Kenneth 
M . ; Kozikowski, Alan P. 

Drug- Discovery Program, Institute for Cognitive and 

Computational Sciences, Georgetown University Medical 

Center, Washington, DC, 20007-2197, USA 

Bioorganic & Medicinal Chemistry Letters (2000) , 

10 (13) , 1443-1446 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier Science Ltd. 

Journal 

English 

CASREACT 133:208016 


Pr-n 



F I 



II 


AB 


IT 


RN 
CN 


Optically pure 7- f luorotropanes (I) (X = H, F; Y = H, F; X=Y = F) , were 
synthesized as structural probes of the dopamine transporter. The 
synthesis of I was accomplished through the asym. 1,3-dipolar cycloaddn. 
reaction of the oxidopyridinium betaine (II) with the chiral dipolarophile 
. (R)-p-tolyl vinyl sulfoxide.. In the preliminary anal., tropane I (X = H, 
Y = F) (III) was found to reduce the rewarding effects of cocaine in the 
brain stimulation reward paradigm. 
290810-00-3P 290810-01-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis and biobehavioral evaluation of 7 - f luoro-3 - (p- f luorophenyl ) - 

2 -propyl tropanes ) 
290810-00-3 CAPLUS 

8-Azabicyclo [3.2.1] octan-6-one, 3- (4 - f luorophenyl ) -8 -methyl -4 -propyl - , 
(1R,3R,4S,5S) - (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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RN 290810-01-4 CAPLUS 

CN 8-Azabicyclo [3.2.1] octan-6-ol , 3- ( 4 - f luorophenyl ) -8 -methyl -4 -propyl - , 
(1R, 3R, 4S, 5S # 6S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


R 
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6p -hydroxy- 3- (p-tolyl) tropane-2 -carboxyl ic acid 
methyl ester 

Zhao, Lianyun; Kozikowski, Alan P. 

Drug Discovery Program, Georgetown University Medical 
Center, Institute for Cognitive and Computational 
Sciences, Washington, DC, 20007-2197, USA 
Tetrahedron Letters (1999), 40(27), 4961-4964 
CODEN: TELEAY; ISSN: 0040-4039 
Elsevier Science Ltd. 
Journal 
English 

CASREACT 131:272043 
6- Hydroxy tropanone was synthesized by a Mannich type condensation between 
acetonedicarboxylic acid, methylamine hydrochloride, and the hydrolysis 
product of 2 , 5-dimethoxydihydrofuran and was used as the key intermediate 
for the synthesis of the four racemic isomers of 6P-hydroxy~2 - 
(methoxycarbonyl) -3- (p-tolyl) tropane. The IC50 and Ki values for 
inhibition of mazindol binding at DAT were determined for the compds . 
245404-67-5P 245404-68-6P 245404-69-7P 
245404-70-0P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(synthesis of 2P,3P-, 2a,3P-, 2p,3a- 

and 2a, 3a- isomers of 6p-hydroxy-3 - (p-tolyl ) tropane-2 - 
carboxyl ic acid Me ester) 
245404-67-5 CAPLUS 
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CN 8 -Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy-8 -methyl -3 - (4- 

methylphenyl) -, methyl ester, ( 1R, 2S , 3S , 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 245404-68-6 CAPLUS 

CN 8 -Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy-8 -methyl -3 - (4- 

methylphenyl) - , methyl ester, (1R, 2S,3R, 5R, 6S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 245404-69-7 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy-8 -methyl -3 - (4- 

. methylphenyl) -, methyl ester, ( 1R, 2R, 3S , 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



O 


RN 245404-70-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 6 -hydroxy- 8 -methyl -3 - (4- 

methylphenyl) -, methyl ester, ( 1R, 2R, 3R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 
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Preparation of tropane analogs and methods for 
inhibition of monoamine transport 
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Chen, Zhengming 

Organix, Inc., USA; President and Fellows of Harvard 
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PCT Int . Appl . , ill pp. 
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English 
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us 
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R 3 i \^3^R3 


II 


AB Tropane analogs I and II [Rl - C02Me, acyl , carbamoyl, etc.; R2 - OH, 

halogen, alkyloxy, amino, etc.; R3 = Ph, naphthyl , diphenylmethoxy , etc.; 
X = O, CH2 , CO, S, SO, S02, NR4 ; R4 = alkyl , alkylsul f onyl , etc.; C2-C3 or 
C3-C4 unsatd.] that bind selectively to monoamine transporters were prepared 
and formulated for pharmaceutical use inhibiting 5-HT re-uptake. Thus, 
2-carbomethoxy-8-oxabicyclo [3 . 2 . 1] octan-3 -one was prepared in 37% yield by 
cyclization of 2 , 5 -dimethoxytetrahydof uran with 1 , 3 -bis ( trimethylsiloxy) -1- 
methoxybuta-1, 3-diene. The prepared compds . were tested for dopamine, 
serotonin, and norepinephrine transporter binding. 

IT 219932-00-OP 219932-01-1P 219932-02-2P 
219932-03-3P 219932-04-4P 219932-05-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ,- BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of tropane analogs and methods for inhibition of monoamine 
transport) 
RN 219932-00-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -7- 
(methoxymethoxy) -8 -methyl - , methyl ester (9CI) (CA INDEX NAME) 


MeO— CH2~ 0, 



R 


0 

II 

O-OMe 


RN 219932-01-1 CAPLUS 

CN 8-Azabicyclo[3.2.1]oct^2Tene-2-carboxylic acid, 3- (4 - f luorophenyl ) -7- 
(methoxymethoxy) -8 -methyl - , methyl ester (9CI) (CA INDEX NAME) 


10/033,621 



0 

^C"OMe 

R 

RN 219932-02-2 CAPLUS 

CN 8 -Azabicyclo [3 . 2 . 1] oct -2 -ene-2 -carboxylic acid, 3 - ( 3 , 4 -dichlorophenyl ) - 7 - 
' methoxy- 8 -methyl-, methyl ester (9CI) . (CA INDEX NAME) 


CI 



0 

II 

C^OMe 


RN 219932-03-3 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct -2 -ene-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -7- 
methoxy- 8 -methyl - , methyl ester (9CI) (CA INDEX NAME) 



O 

II 

C^OMe 


RN 21-9932-04-4 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (4 -f luorophenyl ) -7- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 2R, 3S , 5S) -rel - (9CI ) (CA 
INDEX NAME) 

Relative stereochemistry. 
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R 



RN 219932-05-5 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -7- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 2R, 3R, 5S) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 


R 



0 


IT 219931-83-6P 219931-84-7P 219931-85-8P 
219931-86-9P 219931-87-0P 219931-88-1P 
219931-89-2P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of tropane analogs and methods for inhibition of monoamine 
transport) 
RN 219931-83-6 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 
(methoxymethoxy) -8 -methyl-, methyl ester, ( 1R , 2R , 3S , 5S ) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 


R 
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RN 219931-84-7 CAPLUS 

CN 8-Azabicyclo [3 .2 . 1 ] octane-2 -carboxyl ic acid, 3- (3 ,-4 -dichlorophenyl ) -7- 
(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 2R, 3R, 5S) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 


R 



0. 


RN 219931-85-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -7- 

methoxy- 8 -methyl-, methyl ester, ( 1R, 2R , 3S , 5S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



RN 219931-86-9 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 

methoxy-8 -methyl-, methyl ester, ( 1R , 2R , 3R , 5S) -rel - (9CI) (CA INDEX NAME) 


Relative stereochemistry. 
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0 


RN 219931-87-0 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -7-methoxy- 
8 -methyl-, methyl ester, ( 1R, 2R, 3S , 5S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 219931-88-1 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1 ] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -7-methoxy- 
8 -methyl-, methyl ester, ( 1R, 2R, 3R, 5S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 219931-89-2 CAPLUS 

CN 8-Azabicyclo [3.2. 1] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 


10/033,621 

hydroxy-8 -methyl - , methyl ester, (1R, 2R, 3S, 5S)' -rel- . (9CI ) (CA INDEX NAME) 
Relative stereochemistry. 



OMe | 


CI 


CI 
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CAPLUS COPYRIGHT 2 004 ACS on STN 
1998:402146 CAPLUS 
12 9 : 175818 

Synthesis and biological activity of new 6- 
7-substituted 2p-butyl -3 -phenyl tropanes as 
ligands for the dopamine transporter 
Prakash, K. R . C. ; Araldi, Gian Luca; Smith 
Zhang, Mai; Johnson, Kenneth M . ; Kozrkowski 
Georgetown University Medical Center, Drug Discovery 
Program, Institute for Cognitive and Computational 
Sciences, Washington, DC, 20007-2197, USA 
Medicinal Chemistry Research (1998), 8(1/2), 43-58 
CODEN: MCREEB; ISSN: 1054-2523 
Birkhaeuser Boston 
Journal 
English 


and 


Miles P. 
Alan P. 


NMe 



■ Ph 


AB The synthesis and biol . activity of 2p-butyl -3 -phenyl tropane derivs . 
with the Ph ring in the a- or p-conf iguration and bearing 

different substituents at the 6- and 7-positions of the tropane ring were 
studied. All the compds . synthesized showed micromolar or submicromolar 
affinity for the DAT in the rat striatum. The 7a- f luoro-3a- 
phenyl tropane derivative I was found to be the most potent, inhibiting 
mazindol binding with a Ki of 0.20 jaM and dopamine reuptake with a Ki 
of 0.4 9 j-lM. 
IT 211516-81-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and biol. activity of new 6- and 7-subst ituted 
2f3-butyl-3-phenyltropanes as ligands for the dopamine • transporter ) 
RN 211516-81-3 CAPLUS . - 


10/033, 621 


CN 8-Azabicyclo [3.2. 1] octan-6-ol , 4 -butyl -8 -methyl -3 -phenyl - , 
(1R,3S,4S,5S,6S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



R 


IT 211516-79-9P 211516-80-2P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and biol . activity of new 6- and 7 -substituted 
2p-butyl -3 -phenyl tropanes as ligands for the dopamine transporter) 
RN 211516-79-9 CAPLUS 

CN 8-Azabicyclo [3.2. 1] oct -2 -en-6 -one , 4 -butyl -8 -methyl -3 -phenyl - , 
(1R,4R, 5R) -rel- (9CI) (CA INDEX NAME) 


Relative stereochemistry. 


Qx J? Bu - n 



RN 211516-80-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] oct-2 -en- 6 -ol , 4 -butyl -8 -methyl -3 -phenyl - , 
(lR f 4R,5R # 6R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


Bu-n 
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AB In this report we 


CAPLUS COPYRIGHT 2 004 ACS on STN 
1998 : 402144 CAPLUS 
129:156457 

Structure activity relationships of inhibition of the 

dopamine transporter by 3 -arylbicyclo [3 . 2 . 1] octanes 

Meltzer, Peter C. ; Blundell, Paul; Madras, Bertha K. 

Organ ix Inc, Woburn, MA, 01801, USA 

Medicinal Chemistry Research (1998), 8(1/2), 12-34 

CODEN: MCREEB; ISSN: 1054-2523 

Birkhaeuser Boston 

Journal 

English 

present an overview of the Structure Activity 


10/033, 621 


Relationships (SAR) which govern the interaction of 3- j 
arylbicyclo [3 . 2 . 1] octanes (tropane analogs) with the dopamine transporter 
(DAT). Data for inhibition of the DAT by bicyclo [3 . 2 . 1 ] octanes modified 
at C-2, C-3, C-7 and 8-N are presented and discussed. We postulate that 
the three dimensional volume of the bicyclo [3 .2 . 1 ] octanes influences binding 
to the DAT and may play a greater role in inhibition of the transporter 
than does the presence of specific functionality. 
IT 211047-05-1P, 0 1112 2 11047 - 0 6 -2P , 0 1164 
211047-07-3P, 0 1163 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; PRP (Properties) ,- SPN (Synthetic preparation) ; BIOL 
(Biological study) ; PREP (Preparation) : 
(structure activity relationships of inhibition of dopamine transporter 
by 3-arylbicyclo [3 . 2 . 1] octanes) i 
RN 211047-05-1 CAPLUS 

CN 8-Azabicyclo[3.2 . 1 ] octane-2 -carboxyl ic acid, 3 - (3 , 4 -dichlorophenyl ) -7- I 
methoxy-8 -methyl-, methyl ester, ( IS , 2S , 5R , 7R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


R 



CI 



RN 211047-06-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 

hydroxy- 8 -methyl-, methyl ester, ( IS , 2S , 3S , 5R, 7R) - (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 


Rotation ( + ) . 
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CI 


R 



RN 211047-07-3 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane -2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 

hydroxy- 8 -methyl-, methyl ester, ( IS , 2S , 3R, 5R, 7R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 


R 
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CAPLUS COPYRIGHT 2004 ACS on STN 
1997 : 142811 CAPLUS 
126:212273 

Synthesis of 6- or 7- hydroxy and 6- or 7- methoxy 
tropanes 

Chen, Zhengming; Meltzer, Peter C. 

Organix Inc., Woburn, MA, 01801, USA 

Tetrahedron Letters (1997), 38(7), 1121-1124 

CODEN: TELEAY; ISSN: 0040-4039 

Elsevier 

Journal 

Engl ish 

CASREACT 126:212273 
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AB A novel Mannich type condensation between H02CCH2C0CH2C02Me , methylamine 
hydrochloride, and OHCCH (OH) CH2CHO gave stereoselect lvely exo 6- or 
7-substituted P-keto ester tropanones I (R = OH, OMe, Rl = H; R = H, 
Rl = OH, OMe) . Further elaboration afforded a series of 6- or 7- hydroxy 
and 6- or 7- methoxy 2p-methoxycarbonyl -3 -aryl tropanes II (R2 = 
4-F-C6H4, 3,4-C12C6H4) . 

IT 187963-22-0P 187963-24-2P 187963-26-4P 
187963-46-8P 187963-47-9P 187963-48-0P 
187963-49-1P 187963-50-4P 187963-51-5P 
187963-52-6P 187963-53-7P 187963-54-8P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of 6- or 7-hydroxy and 6- or 7-methoxy tropanes) 
. RN 187963-22-0 CAPLUS 

CN 8-Azabicyclo[3.2.1]oct-2-ene-2-carboxylic acid, 3- (4 - f luorophenyl ) -6- 

(methoxymethoxy) -8 -methyl-, methyl ester, ( 1R , 5R , 6S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



F 


RN 187963-24-2 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3- (4 -f luorophenyl ) -6- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 2S , 3R, 5R, 6S) -rel - (9CI) (CA 
INDEX NAME) 


Relative stereochemistry. 
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0 


RN 187963-26-4 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -6- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R , 2S , 3S , 5R , 6S ) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 



RN 187963-46-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -7- 

(methoxymethoxy) -8 -methyl-, methyl ester, (1R , 2R, 3S , 5S , 7S) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry . 


R 



RN 187963-47-9 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -6- 

(methoxymethoxy) -8 -methyl-, methyl ester, ( 1R, 2S , 3R , 5R, 6S) -rel - (9CI) (CA 
INDEX NAME) 


10/033, 621 

Relative stereochemistry. 



RN 187963-48-0 CAPLUS 

CN 8-Azabicyclo[3 . 2 . 1] octane-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -7- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 2R, 3S, 5S, 7S) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 


R 



RN 187963-49-1 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (4 -f luorophenyl ) -7- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 2R , 3R, 5S , 7S ) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 


R 



RN 187963-50-4 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3 - ( 3 , 4 -dichlorophenyl ) -6- 

(methoxymethoxy) -8 -methyl-, methyl ester, ( 1R, 2S , 3S , 5R, 6S) -rel - (9CI) (CA 
INDEX NAME) 


Relative stereochemistry. 


\ 


10/033,621 



CI 


R 



( 

RN 187963-51-5 CAPLUS [ 

CN 8-Azabicyclo [3 . 2 . 1] octane-2-carboxylic acid, 3 - (3 , 4 -dichlorophenyl ) -7- 

(tnethoxymethoxy) -8 -methyl-, methyl ester, ( 1R, 2R, 3R, 5S , 7S) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry.. 


R 



CI 



RN 187963-52-6 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] oct -2 -ene-2 -carboxyl ic acid, 3- (4 - f luorophenyl ) -7- 

(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 5S , 7S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 


10/033,621 


MeCX 



F 


RN 187963-53-7 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] oct -2 -ene-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -6- 
(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 5R, 6S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



CI 


CI 


RN 187963-54-8 CAPLUS 

CN - 8-Azabicyclo[3.2.1]oct-2-ene-2-carboxylic acid, 3 - (3 , 4 -dichlorophenyl ) -7- 
(methoxymethoxy) -8 -methyl - , methyl ester, ( 1R, 5S , 7S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 


Me i 



CI 


IT 187963-13-9P 187963-28-6P 187963-30-0P 
187963-32-2P 187963-34-4P 187963-36-6P 
187963-38-8P 187963-40-2P 187963-42-4P 
187963-43-5P 187963-44-6P 187963-45-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(synthesis of 6- or 7-hydroxy and 6- or 7-methoxy tropanes) 
RN 187963-13-9 CAPLUS 


10/033, 621 


CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3- (4 -f luorophenyl ) -6-hydroxy- 
8 -methyl-, methyl ester, ( 1R, 2S , 3S , 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 187963-28-6 CAPLUS 

CN 8-Azabicyclo [3-2.1] octane-2 -carboxyl ic acid, 3- ( 4 - f luorophenyl ) -6 -hydroxy - 
8 -methyl-, methyl ester, ( 1R, 2S , 3R, 5R, 6S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 


RN 187963-30-0 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1] octane-2 -carboxyl ic acid, 3 - (4 - f luorophenyl ) -6 -methoxy- 
8 -methyl-, methyl ester, ( 2 -exo , 3 -endo , 6 -exo) - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


Me<D R 



RN 187963-32-2 CAPLUS 

CN 8-Azabicyclo [3 . 2 . 1 ] octane-2 -carboxyl ic acid, 3- (4 -f luorophenyl ) -7 -hydroxy - 
8 -methyl-, methyl ester, ( 1R , 2R, 3R, 5S , 7S) -rel - (9CI) (CA INDEX NAME) 


10/033,621 


Relative stereochemistry. 


R 



0 


RN 187963-34-4 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane -2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -6- 
hydroxy- 8 -methyl - , methyl ester, ( 1R, 2S , 3S , 5R, 6S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



RN . 187963-36-6 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -7- 
hydroxy- 8 -methyl-, methyl ester, ( 1R, 2R , 3R , 5S , 7S) -rel - (9CI) (CA INDEX 
NAME) 


Relative stereochemistry. 


10/033,621 



CI 


X 

0 


OMe 


RN ' 187963-38-8 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (4 - f luorophenyl ) -7-hydroxy- 
8 -methyl-, methyl ester, ( 1R , 2R, 3S , 5S , 7S) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



O 


RN 187963-40-2 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -6- 
hydroxy-8 -methyl - , methyl ester, ( 1R, 2S , 3R, 5R, 6S) -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



RN 187963-42-4 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3- (3 , 4 -dichlorophenyl ) -7- 
hydroxy- 8 -methyl-, methyl ester, ( 1R, 2R, 3S , 5S , 7S) -rel - (9CI) (CA INDEX 


10/033,621 
NAME) 

Relative stereochemistry. 


R 



RN 187963-43-5 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- (4 - f luorophenyl ) -7-methoxy- 
8 -methyl-, methyl ester, (2 -exo, 3 -endo , 7 -exo) - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 


R 



RN • 187963-44-6 CAPLUS 

CN 8-Azabicyclo [3.2.1] octane-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -6- 
methoxy-8 -methyl-, methyl ester, (2-exo, 3 -endo, 6-exo) - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry, 



CI 


RN 187963-45-7 CAPLUS 

CN 8-Azabicyclo [3.2. 1 ] octane-2 -carboxyl ic acid, 3- ( 3 , 4 -dichlorophenyl ) -7- 
methoxy-8 -methyl-, methyl ester, (2-exo, 3-endo, 7-exo) - (9CI) (CA INDEX 
NAME) 


Relative stereochemistry. 


10/033,621 


R 
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